Mitchell 10/678,292 



28/01/2005 



=> d ibib abs hitstr 117 1-5 



L17 ANSWER 1 OF 5 HCAPLUS COPYRIGHT 2 005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002 : 793635 HCAPLUS 
137:303814 

Tumour inhibiting gallium compounds 
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Faustus Forschungs Cie. Translational Cancer Research 
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Patent 

German 
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PATENT NO. 



WO 2002081484 
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AB The preparation and antitumor activity is described for galliiim 

acetylpyridine thiosemicarbazonato derivative complexes (I), wherein Rl, R2, 
R3, R4, Rl', R2', R3 ' and R4 ' independently represent hydrogen, 
Cl-C15-alkyl, C2 -C15 -alkenyl , C2 -C15 -alkynyl , C3 -C16-cycloalkyl , 
C3-C16-cycloalkenyl, aryl or a heterocycle which can be resp. substituted 
or not, y is a physiol. compatible anion and n is a natural number The 
invention also relates to the use thereof in the prophylaxis and/or 
treatment of cancer. Thus, gallium complex I (all R = R' = H, 
Yn- = GaCl4-) was prepared and its antitumor activity measured. 

IT 467429-83-OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation and antitumor activity) 
RN 467429-83-0 HCAPLUS 

CN Gallium(l+) , bis [N, N-dimethyl-2- [1- (2 -pyridinyl- 
kN) ethylidene] hydrazinecarbothioamidato-KN2 , kS] - , 

CM 1 



CRN 467429-82-9 

CMF C2 0 H26 Ga N8 S2 

CCI CCS 




CM 2 

CRN 15201-06-6 

CMF C14 Ga 

CCI CCS 
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ci- 

I 3^ 
-Cl-Ga CI- 



IT 71555-14-1, 2-Acetylpyridine N,N- dimethyl thiosemicarbazone 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reactant for preparation of gallium acetylpyridine 
thiosemicarbazonate complex with antitumor activity) 
RN 71555-14-1 HCAPLUS 

CN Hydrazinecarbothioamide, N,N-dimethyl-2- [1- (2-pyridinyl) ethylidene] - {9CI) 
(CA INDEX NAME) 
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complex and a therapeutically effective cytostatic 
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KE, 


LS, 


MW, 


MZ, SD, 


SL, 
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TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 
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BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
DE 10113185 Al 20021024 DE 2001-10113185 20010319 

PRIORITY 7VPPLN. INFO. : DE 2001-10113185 A 20010319 

OTHER SOURCE(S): MARPAT 137:257629 

AB A composition is provided which contains a gallium (III) complex and 

a therapeutically effective cytostatic agent (e.g. cisplatin, carboplatin, 
or oxaliplatin) , as is the use thereof for the prophylaxis and/or 
treatment of carcinogenic diseases. 

IT 7440-55-3D, Gallium, complexes 14642*34-3 

15663-27-1, Cisplatin 41575-94-4, Carboplatin 
61825-94-3, Oxaliplatin 461664-29-9 461664-31-3 
461664-32-4 461664-33-5 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(gallium (III) complex- cytostatic agent combination for 
treatment of carcinogenic diseases) 
RN 7440-55-3 HCAPLUS 

CN Gallium (8CI, 9CI) (CA INDEX NAME) 



6a 

RN 14642-34-3 HCAPLUS 

CN Gallium, tris {8-quinolinolato-KNl,K08) - (9CI) (CA INDEX NAME) 




RN 15663-27-1 HCAPLUS 

CN Platinum, diamminedichloro- , {SP-4-2)- (901) (CA INDEX NAME) 



NH3 
I 2. 

-CI- pt — ci- 

NH3 

RN 41575-94-4 HCAPLUS 

CN Platinum, diammine [1, 1-cyclobutanedi (carboxylato-KO) (2-) ] 
(SP-4-2)- {9CI) (CA INDEX NAME) 
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RN 61825-94-3 HCAPLUS 

CN Platinum, [ (IR, 2R) -1 , 2 -cyclohexanediamine-KN, kN ' ] [ethanedioato 
(2-) -ic01,k02] (SP-4-2)- {9CI) (CA INDEX NAME) 




RN 461664-2 9-9 HCAPLUS 

CN Gallium, tris (benzo [g] quinolin-lO-olato-KNl , kOIO) - (9CI) (CA 
INDEX NAME) 




RN 461664-31-3 HCAPLUS 

CN Gallium, tris (4-acridinolato-icNlO , k04) - (9CI) (CA INDEX NAME) 
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RN 461664-32-4 HCAPLUS 

CN Gallium, tris [ (benzo [g] quinolin-10 -ol-icOlO) 1- (oxidato-KO) ] - 
(9CI) (CA INDEX NAME) 




RN 461664-33-5 HCAPLUS 

CN Gallium, tris [ (4 -acridinol-K04) 10- (oxidato-KO) ] - (9CI) (CA 
INDEX NAME) 
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L17 ANSWER 3 OF 5 HCAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2002:529532 HCAPLUS 

DOCUMENT NUMBER: 138:180292 

TITLE: Synthesis, structure, spectroscopic and in vitro 

antitumor studies of a novel gallium (III) 
complex with 2 -acetylpyridine 4N- 
dimethylthiosemicarbazone 

Arion, Vladimir B.; Jakupec, Michael A.; Galanski, 
Markus; Unfried, Peter; Keppler, Bernhard K. 
Institute of Inorganic Chemistry of the University of 
Vienna, Vienna, A- 1090, Austria 

Journal of Inorganic Biochemistry (2002), 91(1), 
298-305 

CODEN: JIBIDJ; ISSN: 0162-0134 
Elsevier Science Inc. 
Journal 
English 

The reaction of 2 -acetylpyridine 4N-dimethylthiosemicarbazone (HL) with 
GaC13 in absolute ethanol in 1:1 molar ratio yielded the complex 
[GaL2] [GaCl4] . The crystal structure of the gallium (III) 

complex has been determined by x-ray diffraction methods. IR, electronic, ESI 
mass and IH, 13C, 15N and 71Ga NMR spectra, as well as the thermal 
behavior are reported. The cytotoxicity assay in several human cancer 
cell lines (SW480, SK-BR-3 and 41M) suggests that the gallium 
(III) complex might be endowed with promising antitumor properties. In 
vitro cytotoxic activity exceeds that of all other tested gallium 
(III) complexes and is slightly higher than that of HL. 
IT 467429-83-OP 

RL: PAC (Pharmacological activity) / PRP (Properties) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(synthesis, structure, spectroscopic and in vitro antitumor studies of 
a novel gallium(III) complex with 2 -acetylpyridine 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 
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4N-dimethylthiosemicarba2one) 
RN 467429-83-0 HCAPLUS 

CN Gallium(l+) , bis [N,N- dimethyl -2- [1- (2-pyridinyl- 
kN) ethylidene] hydrazinecarbothioamidato-icN2 , kS] - , 
(T-4) -tetrachlorogallate(l-) {9CI) (CA INDEX NAME) 

CM 1 

CRN 467429-82-9 

CMF C20 H26 Ga N8 S2 

CCI CCS 



CM 2 

CRN 15201-06-6 

CMF C14 Ga 

CCI CCS 



CI- 

-CI- Ga Cl- 



IT 467429-82-9 

RL: PRP (Properties) 



(synthesis, structure, spectroscopic and in vitro antitumor studies of 
a novel gallium (III) complex with 2 -acetylpyridine 
4N- dimethyl thiosemicarbazone) 



RN 467429-82-9 HCAPLUS 

CN Gallium{l+) , bis [N,N-dimethyl-2- [1- (2-pyridinyl- 

kN) ethylidene] hydrazinecarbothioamidato-KN2 , kS) - (9CI) 
(CA INDEX NAME) 



Me 
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IT 71555-14-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(synthesis, structure, spectroscopic and in vitro antitumor studies of 
a novel gallium (III) complex with 2-acetylpyridine 
4N-dimethylthiosemicarbazone) 
RN 71555-14-1 HCAPLUS 

CN Hydrazinecarbothioamide, N,N-dimethyl-2- [1- (2-pyridinyl) ethylidene] - (9CI) 
(CA INDEX NAME) 



N-NH-C-NMe2 

II 

' / C— Me 
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AB The effects of 



HCAPLUS COPYRIGHT 2005 ACS on STN 
2000:343868 HCAPLUS 
133 :217437 

Inhibitory effects of gallium chloride and 
tris (8-quinolinolato) galliumdll) on A549 
human malignant cell line 

Collery, Philippe; Lechenault, Francoise; Cazabat, 
Annie; Juvin, Edgard; Khassanova, Lylia; Evangelou, 
Angelos; Keppler^ Bernhard 

Departement des Maladies Respiratoires, Hopital Maison 
Blanche , Reims , 51092 , Fr . 

Anticancer Research (2000), 20 (2A), 955-958 

CODEN: ANTRD4; ISSN: 0250-7005 

International Institute of Anticancer Research 

Journal 

English 

GaClS and tris (8-quinolinolato)galliuin(III) on 
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the viability of A549 human malignant lung adenocarcinoma cells were 
investigated. Both drugs reduced the viability of A549 cells but to 
different extents. The inhibitory effects of tris (8-quinolinolato) 
gallium(III) were 10-fold greater than those of GaC13 . The IC50 
was 2.5 ^iM for tris (8-quinolinolato) galliumdll) and 25 (oM 
for GaC13 after an exposure time of 4 8 h. Further, whereas the inhibitory 
effects of GaC13 were both concentration- and time -dependent , those of 
tris (8-quinolinolato) galli\un (III) appeared to be only 

concentration-dependent, indicating differences in their mechanism of action. 
Comparison with data from the literature suggested that GaC13 has the same 
degree of activity as Ga(N03)3 or gallium pyridoxal 
isonicotinoyl hydrazone . Tris (8-quinolinolato) gallium (III) 
might be as effective as transf errin-bound gallium, but with the 
advantage of oral administration and greater bioavailability. 
IT 7440-55-3D, Gallium, compds . , biological studies 
13450-90-3, Gallium chloride 14642-34-3 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(gallium chloride and tris (8-quinolinolato) gallium 

(III) inhibit ioxi of human lung adenocarcinoma) 
RN 7440-55-3 HCAPLUS 

CN Gallium (8CI, 9CI) (CA INDEX NAME) 



Ga 



RN 13450-90-3 HCAPLUS 

CN Gallium chloride (GaC13) (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 



CI 
I 

Ga 



RN 14642-34-3 HCAPLUS 

CN Gallium, tris (8-quinolinolato-KNl,K08) - (9CI) (CA INDEX NAME) 
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119:240437 

Gallitun (III) complexes, process for their 
production, and pharmaceutical compositions containing 
them 

Collery, Philippe; Keppler, Bemhard 

Laboratoires Meram, Fr. 

PCT Int. Appl. , 34 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



WO 9302087 

W: AU, CA, CS, 
RW: AT, BE, CH, 
CF, CG, CI, 

CA 2114136 

CA 2114136 

AU 9223600 

EP 599881 

EP 599881 

R: AT, BE, CH, 

JP 07500575 

JP 3480498 

AT 166056 

ES 2120450 

US 5525598 
PRIORITY APPLN . INFO . : 

OTHER SOURCE (S) : 
GI 



KIND 

Al 
FI, HU, 
DE, DK, 
CM, GA, 

AA 

C 

Al 

Al 

Bl 
DE, DK, 

T2 

B2 

E 

T3 

A 



DATE 



APPLICATION NO. 



DATE 



19930204 
JP, NO, PL, 
ES, FR, GB, 
GN, ML, MR, 

19930204 

20030729 

19930223 

19940608 

19980513 
ES, FR, GB, 

19950119 

20031222 

19980515 

19981101 

19960611 



WO 1992- 
RU, US 
GR, IT, 
SN, TD, 

CA 1992- 

AU 1992- 
EP 1992- 

GR, IT, 
JP 1993- 

AT 1992- 
ES 1992- 
US 1994- 
EP 1991 
WO 1992 



EP1687 

LU, MC, 
TG 
2114136 

23600 
916381 

LI, LU, 
502606 

916381 
916381 
178241 
402093 
EP1687 



19920723 
NL, SE, BF, BJ, 

19920723 

19920723 
19920723 

MC, NL, SE 

19920723 

19920723 
19920723 
19940124 
A 19910725 
A 19920723 



MARPAT 119:240437 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Antitumor and antiviral compds . have the formulas I (LI = pyrazole, 

5-methylpyrazole, 4-methylpyra2ole, indazole 1, 2 , 3-benzotriazole) ; II (L2 
= imidazole, benzimidazole) ; III (L3 = 1, 10-phenanthroline, 
2,7-bipyridyl) ; IV (L4 = 1 , 10-phenanthroline) ; and V ((HBB)GeC12: HBB = 
2-a-hydroxybenzylbenzimidazole) . 

IT 141229-69-8P 141229-71-2P 141229-86-9P 
141229-87-OP 141229-88-lP 141257-65-OP 
142035-40-3P 142035-41-4P 150724-13-3P 
150724-15-5P 150724-16-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, for antitumor and antiviral pharmaceuticals) 
RN 141229-69-8 HCAPLUS 

CN Gallium(l-i-) , dichlorotetrakis (5 -methyl -lH-pyrazole-N2) - , (OC-6-12)-, 
{T-4) -tetrachlorogallate(l-) (9CI) (CA INDEX NAME) 

CM 1 

CRN 141229-68-7 

CMF C16 H24 C12 Ga N8 

CCI CCS 
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Me 



Me 




Me 



Me 



CM 2 

CRN 15201-06-6 

CMF C14 Ga 

CCI CCS 



CI- 

-Cl-Ga Cl- 



RN 141229-71-2 HCAPLUS 

CN Gallium(l+) , dichlorotetrakis (4 -methyl -lH-pyrazole-N2) -, (OC-6-12) 
{T-4) -tetrachlorogallated-) (9CI) (CA INDEX NAME) 

CM 1 

CRN 141229-70-1 

CMF C16 H24 C12 Ga N8 

CCI CCS 
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Me 



N 




H 



Me 



ci- 



N 




Ga 3 + 

ci- 



Me 



N 



N. 




HN 



Me 



CM 2 

CRN 15201-06-6 

CMF C14 Ga 

CCI CCS 



ci- 

I 3. 
-Cl-Ga Cl- 



RN 141229-86-9 HCAPLUS 

CN Gallium{l+) , dichlorotetrakis ( IH- imidazole -N3) - , chloride, (OC-6-12) - 
(9CI) (CA INDEX NAME) 
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H 




H 



• ci- 

RN 141229-87-0 HCAPLUS 

CN Gallium{l+) , tetrakis (lH-benzimidazole-N3) dichloro- , chloride, (OC-6-12) - 
(9CI) {CA INDEX NAME) 




• CI- 

RN 141229-88-1 HCAPLUS 

CN Gallium(l+) , dichloro (a-phenyl -lH-benzimidazole-2 -methanolato- 
N3,0a)-, (T-4)- (9CI) (CA INDEX NAME) 
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Ph 




Ga 



3 + 



ci- 



ci- 



RN 141257-65-0 HCAPLUS 

CN Gallium(l+) ; dichlorotetrakis ( lH-pyrazole-KN2 ) (OC-6-12) 
{T-4) -tetrachlorogallateCl-) (9CI) (CA INDEX NAME) 

CM 1 

CRN 141257-64-9 

CMF C12 H16 C12 Ga N8 

CCI CCS 



CM 2 

CRN 15201-06-6 

CMF C14 Ga 

CCI CCS 



ci- 

I 3. 
-Cl-Ga Cl- 



RN 142035-40-3 HCAPLUS 

CN Gallium (1+) , dichloro (a-phenyl-lH-benzimidazole-2-methanolato- 
N3,0a)-, [T-4-(S)]- (9CI) (CA INDEX NAME) 
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Ph 




RN 142035-41-4 HCAPLUS 

CN Gallium (1+) , dichloro (a-phenyl-lH-benzimidazole-2-methanolato- 
N3,0a)-, [T-4-(R)]- (9CI) (CA INDEX NAME) 



Ph 




ci- 



RN 150724-13-3 HCAPLUS 

CN Gallium(l+) , dichlorotetrakis {lH-indazole-N2 ) - , (OC-6-12) -, 
(T-4) -tetrachlorogallate(l-) (9CI) (CA INDEX NAME) 

CM 1 

CRN 150724-12-2 

CMF C2 8 H24 C12 Ga N8 

CCI CCS 




CM 2 

CRN 15201-06-6 
CMF C14 Ga 
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ci- 

I 3 
Ga- 



el- 



RN 150724-15-5 HCAPLUS 

CN Galliuin(l+) , tetrakis (lH-benzotriazole-N2 ) dichloro- , {OC-6-12) - , 
(T-4) -tetrachlorogallated-) (9CI) (CA INDEX NAME) 

CM 1 

CRN 150724-14-4 

CMF C24 H20 Cl2 Ga N12 

CCI CCS 



CM 2 

CRN 15201-06-6 

CMF C14 Ga 

CCI CCS 



CI- 

-CI- Ga Cl- 



RN 150724-16-6 HCAPLUS 

CN GallateO-) , tris [8-hydroxy-5-quinolinesulfonato (2-) -Nl, 08] - , tripotassium 
(9CI) (CA INDEX NAME) 
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AB The preparation and antitxamor activity is described for gallium 

acetylpyridine thiosemicarbazonato derivative complexes (I), wherein Rl, R2, 
R3, R4, Rl', R2 ' , R3 ' and R4 ' independently represent hydrogen, 
Cl-C15-alkyl, C2 -C15 -alkenyl , C2-C15-alkynyl, C3 -C16-cycloalkyl , 
C3-C16-cycloalkenyl, aryl or a heterocycle which can be resp. substituted 
or not, Y is a physiol. compatible anion and n is a natural number The 
invention also relates to the use thereof in the prophylaxis and/or 
treatment of cancer. Thus, gallium complex I (all R = R' = H, 
Yn- = GaCl4-) was prepared and its antitumor activity measured. 
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